Clinical Science Research & Development Service
Guidance for Merit Review Clinical Trials: Letter of Intent (LOI) 
I. Introduction
The application process for a CSR&D Merit Review Clinical Trial begins with a Letter of Intent (LOI). A full proposal may not be submitted without an approved LOI. An LOI provides CSR&D the opportunity to determine if a proposed trial will address a critically important and unique clinical question aimed at improving the healthcare of Veterans.  It also allows CSR&D to provide feedback regarding the trial question, design, feasibility of enrolling the proposed population, etc. In some cases, CSR&D may suggest that an applicant utilize a non-trial RFA, or clarify that the proposed project falls within the purview of a research service other than CSR&D (e.g., Health Services Research and Development).

Clinical trial applications typically fall within the purview of the Clinical Trials Merit Review Panel (CLIN). CLIN reviews single-site or small multi-site clinical trials involving subject randomization and appropriate controls designed to assess potential effects of therapeutic intervention on intermediate physiological measures or studies aimed at definitive clinical outcomes.
In CSR&D, a clinical trial application that requires an approved LOI typically involves: 
· Human subject randomization and appropriate controls designed to assess the potential safety and/or effectiveness of an intervention, measured via a clinical outcome directly or indirectly with a surrogate endpoint such as a biomarker assessment
· The utilization of interventions including, but not limited to, pharmaceutical compounds, agents, treatments or devices 
Examples of clinical studies not requiring an approved LOI include: 

· Proposals designed to show equivalence between new and existing diagnostic devices or methods are usually not considered clinical trials for the purposes of this LOI.
· Studies that focus on mechanisms underlying an intervention or those that evaluate tests and/or procedures aimed at diagnosing diseases (i.e., mechanistic and diagnostic studies) and that do not have a primary clinical outcome measure of interest do not require an LOI unless safety is of a major concern. 
· Observational, retrospective, and some prospective studies (e.g., a prospective study that has weight gain as the outcome and quantifies lifestyle habits as a risk factor) would not require an LOI.  
Note: The definition of a CSR&D trial requiring an LOI may be less broad than that describing the requirements of a trial to be registered on clinicaltrials.gov:   http://www.research.va.gov/resources/ORD_Admin/clinical_trials/.  If you are uncertain as to whether or not an LOI is needed for your study, please send an e-mail to Clin-Review@va.gov.
II. LOI Approval Considerations
A. Focus: A clinical trial submitted to the CSR&D Merit Review funding mechanism must be the sole objective of the application.  This requires that pre-trial data collection or instrument development, etc., should be accomplished in prior studies supported separately (e.g., a clinical trial cannot be proposed as one specific aim of an application with multiple aims).  
B. Waivers 
1. Waiver for Early Phase Trials: In rare circumstances, the Director, CSR&D, may approve an LOI for early phase trials (e.g., studies examining first use in humans, safety, dosing), provided safety data is available in at least two animal species. Early phase (Phase 0 and Phase 1) studies propose particular challenges that Phase 2-4 trials do not present in terms subject safety. Sufficient safety data should be presented as part of the LOI in order to justify approval as these studies are high risk projects where there is an unknown propensity for research-related injuries. Investigators proposing such studies must demonstrate that they and their study teams are experts in the particular subject area. Non-Veterans may not be proposed to be enrolled in early phase trials.  This waiver request should be described in a memorandum, addressed to the Director, CSR&D.
2. Waiver for Enrolling Non-Veterans: Enrollment in CSR&D trials is limited to Veterans, unless a waiver to enroll non-Veterans is approved by Director, CSR&D. The request for a non-Veteran enrollment waiver should be submitted as part of the LOI approval process. This waiver request should be described in a memorandum, addressed to the Director, CSR&D, and should provide sufficient justification for the enrollment of non-Veterans and still support relevance of the trial to the Veteran population.
3. Eligibility: The Merit Review Award Program is an intramural funding mechanism to support investigator-initiated research conducted by eligible VA investigators at VA medical centers or VA-approved sites. CSR&D eligibility requirements will apply to all clinical trial submissions, but will not be evaluated in the LOI process described here.  Please see the following for instructions regarding eligibility:  http://www.research.va.gov/services/csrd/merit_review.cfm
III. LOI Submission Instructions
CSR&D will review submitted LOIs at any time; however, an LOI must be submitted at least 90 days in advance of the intended Merit Review submission deadline.  
LOIs must be prepared using only letter-quality print, and all text must be prepared with at least 11-point font, with no more than 15 characters per inch and no more than 6 lines per inch.  Page margins must be a minimum of 1 inch at each edge.  Each LOI must contain the following materials:
A. VHA Research & Development Letter of Intent Cover Page (VA Form 10-1313-13) (http://www.research.va.gov/funding/process/forms.cfm )
B. LOI Text – Limited to three (3) pages.  Please clearly and succinctly address each of the following in the specified order:

1. Proposed number of subjects = _____

2. Recruitment rate: subjects per month per site = _____ 
3. Duration = _____ years

4. Number of sites = _____
5. Total study budget = $__________
6. Describe the category of study using FDA Phase Definitions (e.g., Phase 0, 1, 2, 3 or 4; http://clinicaltrials.gov/ct2/help/glossary/phase) 
7. Objectives of the proposed clinical trial and hypothesis to be tested 
8. Description of the primary endpoint
9. Description of proposed intervention and control/s 

10. Scientific Rationale 
11. Background Data/Preliminary Studies conducted to support application. If Phase 1, evidence for safe use in at least two animal species must be provided in a waiver request attached to this LOI.
12. Study Design/Methods 

13. Sample size determination and description of subject population.  
Please state if you will propose the enrollment of non-Veterans or will enroll only Veterans. If enrolling non-Veterans, estimate the ratio of Veterans to non-Veterans that will be enrolled in this study. If proposing to enroll non-Veterans, a separate waiver request must be attached to this LOI; please refer to section II (B). 

14. Data Analysis Plan and Description of Biostatistical Expertise
15. Describe any problems or challenges anticipated regarding timely start up and execution (including whether the study will be FDA regulated, agreements with industry or other non-VA entity, patents/licensing, etc).

16. Are there any competing trials locally or nationally on this topic in this subject population? If so, describe and indicate distinction; if none, indicate NONE.  See www.clinicaltrials.gov as one source for this information.
17. How would results impact clinical practice and/or plans for further studies?

C. Supplemental Pages:

PI’s Biographical Sketch.  Attach completed form listed under “Additional Format Pages”, Biographical Sketch Format Page:  http://vaww.research.va.gov/funding/electronic-submission.cfm  Please highlight specific clinical trials experience.  
D. Addenda (If necessary)

1. Waiver request for enrollment of non-Veteran subjects; please refer to Section II (B).  This waiver must be fully justified and submitted with the LOI in a memorandum format signed by ACOS for Research.  This waiver will be evaluated for risks and justification related to feasibility and generalizability to the Veteran population.

2. Waiver request to approve an early phase trial; please refer to Section II (B) e.g., first use in humans/safety/dosing.  This waiver must be fully justified in a memorandum signed by ACOS for Research.  The waiver will be evaluated for evidence of pre-clinical data as well as potential risks to Veteran participants, and clinical implementation.

IV. Submission of an LOI
LOIs may be e-mailed to CLIN-Review@va.gov from the local VA facility research office.  Questions relating to the LOI preparation and submission process may also be directed to CLIN-Review@va.gov.
The deadline to submit a clinical trial LOI is at least 90 days prior to the scheduled Merit Review application deadline.  December 1 is the deadline for the Spring review cycle and June 1 is the deadline for the Fall review cycle.  If the deadline falls on a weekend, the due date is the next business day.
Applicants are strongly encouraged to submit LOIs as early as possible.
V. Approval

If an LOI for a clinical trial is approved, the approval letter must be included in the proposal application submission (Letters section).  A submitted clinical trial proposal must not deviate in specific aims from the original approved clinical trial LOI.  CSR&D may administratively withdraw from review any proposal that substantially deviates from what was described and approved at the LOI stage. 
An approved clinical trial LOI is valid for proposal submission for the next three consecutive Merit submission cycles.  Once an application is submitted, Standard Merit Review limitations apply; that is, each proposal may undergo an initial review and, if necessary, two resubmissions (3 strikes). 
Note: Proposals submitted in response to the Clinical Trials RFA must include a copy of the LOI approval and the approved waivers (e.g., non-Veteran enrollment waiver) as applicable.  Failure to do so may result in the proposal being administratively withdrawn from review. 

E-mail questions to: Clin-Review@va.gov.
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